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Amendements to the Specification: 

Please replace paragraph [00116] bridging pages 23-24 with the following amended paragraph: 

[00116] The present invention provides methods and conditions for modified T7 

polymerases to enzymatically incorporate modified nucleotides into oligonucleotides. Such 
oligonucleotides may be synthesized entirely of modified nucleotides, or with a subset of 
modified nucleotides. The modifications can be the same or different. All nucleotides may be 
modified, and all may contain the same modification. All nucleotides may be modified, but 
contain different modifications, e.g., all nucleotides containing the same base may have one type 
of modification, while nucleotides containing other bases may have different types of 
modification. All purine nucleotides may have one type of modification (or are unmodified), 
while all pyrimidine nucleotides have another, different type of modification (or are unmodified). 
In this way, transcripts, or libraries of transcripts are generated using any combination of 
modifications, for example, ribonucleotides, (2'-OH, "rN") 5 deoxyribonucleotides (2'-deoxy), 2'- 
F, and 2'-OMe nucleotides. A mixture containing 2'-OMe C and U and 2'-OH A and G is called 
"rRmY"; a mixture containing deoxy A and G and 2'-OMe U and C is called "dRmY"; a mixture 
containing 2'-OMe A, C, and U, and 2'-OH G is called "rGmH"; a mixture alternately containing 
2'-OMe A, C, U and G and 2'-OMe A, U and C and 2'-F G is called "toggle"; a mixture 
containing 2'-OMe A, U, C, and G, where up to 10% of the G's are d e oxy ribonucleotides is 
called u r/mGmH"; a mixture containing 2'-0 Me A, U, and C, and 2'-F G is called "fGmH"; and 
a mixture containing deoxy A, and 2'-OMe C, G and U is called "dAmB". 

Please replace paragraph [00133] bridging pages 30-31 with the following amended paragraph: 

[00133] Under r/mGmH transcription conditions of the present invention, the transcription 

reaction mixture comprises 2'-0-methyl adenosine triphosphate, 2 / -0-methyl cytidine 
triphosphate, 2 / -0-methyl guanosine triphosphate, 2'-0-methyl uridine triphosphate and d e oxy 
2' -OH guanosine triphosphate. The resulting modified oligonucleotides produced using the 
r/mGmH transcription mixtures of the present invention comprise substantially all 2'-0-methyl 
adenosine, 2 / -0-methyl cytidine, 2 / -0-methyl guanosine, and 2'-Omethyl uridine, wherein the 
population of guanosine nucleotides has a maximum of about 10% deoxy 2' -OH guanosine. In a 
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preferred embodiment, the resulting r/mGmH modified oligonucleotides of the present invention 
comprise a sequence where at least 80% of all adenosine nucleotides are 2'-0-methyl adenosine, 
at least 80% of all cytidine nucleotides are 2 , -Omethyl cytidine, at least 80% of all guanosine 
nucleotides are 2'-Omethyl guanosine, at least 80% of all uridine nucleotides are 2'-0-methyl 
uridine, and no more than about 10% of all guanosine nucleotides are d e oxy 2'-OH guanosine. 
In a more preferred embodiment, the resulting modified oligonucleotides comprise a sequence 
where at least 90% of all adenosine nucleotides are 2'-Omethyl adenosine, at least 90% of all 
cytidine nucleotides are 2 , -Omethyl cytidine, at least 90%> of all guanosine nucleotides are 2'-0- 
methyl guanosine, at least 90% of all uridine nucleotides are 2 , -0-methyl uridine, and no more 
than about 10% of all guanosine nucleotides are d e oxy T -OH guanosine. In a most preferred 
embodiment, the resulting modified oligonucleotides comprise a sequence where 100%) of all 
adenosine nucleotides are 2'-0-methyl adenosine, 100% of all cytidine nucleotides are 2'-0- 
methyl cytidine, 90% of all guanosine nucleotides are 2'-0-methyl guanosine, and 100% of all 
uridine nucleotides are 2'-0-methyl uridine, and no more than about 10%) of all guanosine 
nucleotides are deoxy 2 '-OH guanosine. 
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